
THE UNITED STATES PATENT AND TRADEMARK OFFICE 




s: Merton Bernfield and Ofer Reizes 



Serial No.: 08/965,356 



Deceived 

GroupArtUnit: 1632 TECH CENTER 1 $00/2900 



Filed: 



November 6, 1997 



Examiner: 



Baker, A. 



For: METHODS AND REAGENTS FOR REGULA TING OBESITY 



Official Draftsperson 
Drawing Review Branch 
Assistant Commissioner for Patents 
Washington, D.C. 20231 



TRANSMITTAL OF FORMAL DRAWINGS 



Sir: 

Applicants enclose for filing in the above-identified application eleven sheets of formal 
drawings. 



Respectfully submitted, 




Reg. No. 31,284 

Date: Junep, 1999 

ARNALL GOLDEN & GREGORY, LLP 

2800 One Atlantic Center 

1201 West Peachtree Street 

Atlanta, GA 30309-3450 

(404) 873-8794 

(404) 873-8795 (fax) 



8504O9vl 



1 - 



CMCC 533 
20027/58 



U.S.S.N.: 08/965,356 
Filed: Novembe r 6, 1997 
TR4*5#f3TjGNQF FORMAL DRAWINGS 




CERTIFICATE OF MAILING UNDER 37 CFR §1.8(a) 

iereby certify that this paper, along with any paper referred to as being attached or 
enclosed, is being deposited with the United States Postal Service on the date shown below with 
sufficient postage as first-class mail in an envelope addressed to Official Draftsperson, Drawing 
Review Branch, Assistant Commissioner for Patents, Washington, D.C. 20231. 




Date: June 10, 1999 



850409v 1 



-2- 



CMCC 533 
20027/58 



FIG. I 

ADIPOSE TISSUE 



RECENT FOOD INTAKE 

Peptides 



CIRCULATING 
SYNDECAN - 1 
ECTODOMAIN 



Leptin 




CORTICAL 
INFLUENCES 

Neurotransmitters 



ECTOPIC 
SYNDECAN -.1 
EXPRESSION 
IN BRAIN 



EATING 
BEHAVIOR 



ENERGY 
EXPENDITURE 



FIG. 2A 



Mlul 



Syndecan-1 1 
transgene 1 k^MMMzML 



Hindlll 



Hind III BamHI 

V 



rSSSsA\\\\\\\Y3^&B&^QI< 



Dralll 

2502 



human IE Syndecan-1 

CMV cDNA 
promoter 

Syndecan-1 Bovine 
3 UTR GH 3' UTR 



PCDNA3 
plasmid 
sequence 



nontransla table 

Syndecan-1 v~^^^\<^ L 
transgene / 

3 stop 
codons 



re^ii 200 bp 



FIG. 23 



Fv§| x 



FOUNDER 



1305 




F1.K10 NP)DOB 2-10-95 



FIG. 3 A 
A insert 



3. 



1335 1332 

F2.AK13 NP)DOB 5-19-95 




FEMALE=F MALE = M 
® = NEG S=NEG 
= HETEROZ §^J =HOMOZ 
=HOMOZ 
NP=NEW PUPS 

" = HETEROZ 



1337 ♦ 1339 ♦ 1341 f 13434 1345^ 
1338 1340 1342 1344 1346 

F2.A2H0 NP)DOB 6-9-95 



1351 1354 

DOB 18-23-95 
F3.A3(9NP) 



1355 



14 8 

F4.AK7NP) 
DOB 12/31 



#90-97 4M/3F 

F4.A2(8NP) 
DOB 5-9-96 



#193-201 3M/5F 

F4.A3(8NP) 
DOB 6-25-96 



#295-303 6M/2F 

F4.A4(4NP) 
DOB 8-1-96 



1356 



1358 



1350 1357 
F3.A201 NP)DOB 18-17-95 



11 12 lO 5 13 4 

F4.A2<8 NP) DOB 12-25 F4.AK6NP) 

74 75 76 77 78 79 4M/2F 



72 73 
F3.AK11 NP) 
DOB 18-17-95 



8 10 4 6 3 9 
F3.A4 (3 NP)DOB 18-28-95 



15 3 
F3.A5(6NP)D0B 11-16-95 



#354-357 3M/1F (fe \t\ [B OIt^ 
JP)DOB 7-26-95 24 28 29 



F1.A4(11 N P)DOB 7-26-95 
f 1377 



1374 



1378 



F2.A3(10NP)D0B 10"19"95 



2 8 6 7 10 



(3) F4.A6 
(10 NP) 



77 



F5.A3(8NP)D0B 

6-28- 



96 



128 



#368-375 5M/3F 
F4.A8U0 NP)DOB 5~21 



209 
F5.A500NP) 
DOB 7-31-96 



Ord dKS<fe cfecfe til <£> 



#393-403 
8M/2F 



206 207f 
202 

F5.A6 



96 



208 ♦ 211 
209 



(16 NP) 
DOB 8 



4-96 



F4.A3(10 NP) 
DOB 12/31 



# 80-89 3M/7F 

F4.A4(9NP) 
DOB 3-8-96 



# 184-192 5M/4F 

F4.A5(5 NP) 
DOB 6-25-96 



#290-294 2M/3F 

F4.A6 (8 NP) 
DOB 7-31-96 



#358-365 2M/6F 



DOB 3-8-96 



31 133 135 127 



131 133 1351 
F5.AK8NP) 



# 274-289 
F5.A4(7NP) 



DOB 6-5-96 



8M/8F 

DOB 7-25-96 



#386-392 8M/8F 

F5.A2(17NP)D0B 6-4"96 



#257-273 9M/8F 
F4.A7(7NP)D0B 4-30-96 



177-183 2M/5F 
F4.A9(5 NP) DOB 6~12"96 



*404-419 6M/10F 



#253-256 1M/3F 



-tS.S.S.//. '3^ 

0 iis/ee, s~33 



FEMALE 
@ = NEG 



MALE 



B insert 



= HETEROZ 

= HOMOZ 
NP = NEW PUP 



fin ■ NEG 

= HETEROZ 



= HOMOZ 



1305 



X |FVB 



F1.K10 NP) 



F1.2(10NP) 
DOB 5-18-95(ALL B INSERT) 1331 



(13 NP) 
F2.B1 DOB 8-9-95 



F3.B1 



1383 1385 1384 

(11 NP)DOB 18-19-95 



1KJ(J(J<JKPUL4 

15 6 10 11 20 
F2.B2 01 NP)DOB 9-20-95 



10 3 2 16 
F2.B3(9 NP)DOB 10-11-95 



1360 I 1361 
1359 



F1.3(6 NP) 



1365 

1362 

F2.B5 (8 NP) 
DOB 10-17-95 



L3] (3) C^cfe 



1 7 

F2.B6(12 NP)DOB 10-19-95 



1363 



1 2 3 4 21 22 23 

F1.4 (11 NP) 



F3.BK7NP) ' DOB 
7 17 18 19 TRANSPLANT-- 11/8/95 



3 4 5 7 6 



1 2 

F4.BK7 NP)l2-31-95 

OTTO 



□ d 



DOB 



2-10-95 



DOB 
6-14-96 



DOB 
7-26-95 



1375 

FVB 

F4.B2 12-30-95 



50 51 52 53 54 55 56 57 58 59 60 61 62 63 64 65 

F5.BK9NP) 3/7/96 



168 169 171 172 
F6.B1(10NP)DOB 5-25-96 



5 d§]@di S £ 



# 243-252 5 MALES/5 FEMALES 
F6.B2(11 NP)DOB 6-26-96 



* 304-314 1 MALE/ 10 FEMALES 
F6.B3 ( 7 NPJDOB 7-1-96 



#315-321 5 MALES /2 FEMALES 
F6.B400 NP) DOB 7-18-96 



173 



174 



FIG. 3B 



# 331-339 4 MALES/5 FEMALES 




O 




Body weight(g) 



9 ^ 3 



Q«D-\ 




OCJH 






II 

d 


m 






+ 




A 




o ^ 

c to 

ST c: 
§ 5 



o 
o 

cz 
>% 
CO 



.o 



II 



*" < < (D 



o — - 



c 

<D (D 
CP 

to 
c 
a 



o 



D 
— i— 
V) *- 

c 

D • — 



c: 
o 



cz 
a 
o 
a> 
-a 
cz 

to 



m 
ii 

cz 



s 



m 
ii 

cz 



CD 
ii 

cz 



CD 



s 

I 



o 

CM 



.O 



■+-O+0H 



~T~ 
00 



CD 



T- 



Tail length (cm) 





* p<0.005 
#p<0.001 



+ /+ A/A +/+ A/A 

(n=3)(n = 6) (n=5)(n = 4) 
FIG 6 




4-/4- A/A 
6 WEEK 

= P < 0.05 

= p < 0.005 



i 1 ■ " i ' ■ ■ ■ r 
4-/4- A /A 4-/4- A /A 4-/4- A/A 
6 MONTH 6 WEEK 6 MONTH 

+/+ (n = 3) 
A/A (n=5) 



Genotype 



FIG. 7 



30 



25- 



£ 15H 



Q. 10- 
<L> 
_l 

5- 
0- 



— r- 



O O 

— i — 1 — i— i — r 



mc 

CD 

mo 

CD 



□ +/ + 

o pre- obese A/ + 

o obese A/+ 

a preobese A/A 

m obese A /A 



' — i — <- 

10 20 30 40 50 60 

weight (g) 



FIG 8A 




n — i — 1 — i — 1 — i — 1 — r 

10 20 30 40 50 

weight (g) 



60 



□ 

o 
o 

CD 



+ / + 

preobese A/+ 
Obese A/+ 
pre-obese A/A 
Obese A/A 



FIG. SB 



125 




30 40 50 

weight (g) 
FIG. 9A 





25- 












20- 


□ 
o 


+ / + 

A / + 




o 


E 




o 


A /A 






c 


15- 










Insulin 


10- 








o 

o 

o 




5- 


o 


❖ 


o 

. o 

O o o 

i-n-i 


o o 

o 

o $ 




o- 


I 1 1 1 ' 1 ■ 



I ' I ■ I ' 1 ' I ' ' 

10 20 30 40 50 60 

weight (g) 
FIG 9B 



600 





500 - 






\ 


400 - 






E 






300 " 


CD 




l/> 




O 




C_> 


200 - 










100 - 




■f/+ +/+ A/+ A/+ A/A A/A 

(n = 6) (n = 5) (n = 10)(n = 11) (n=6) (n=5) 

Genotype 

FIG. 10 



E 3- 



*7 2 - 



i 

c 
o 
c_> 

0) 
"O 



1 - 



CO 




t 1 1 r 

+ /+ A/+ B/+ C/4- E/4- F/+ G/+ 

(n = 10) (n = 10)(n = 10)(n = 6) (n=2) (n = 3) (n = 4) 
Transgenic mouse line 
FIG. II 



